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i-T^y ~>:i7D:7°nA°>-i-;^;;V/j^>m. i-T^y $/^7n7^i$7>-i-:;!j;i/ 

20 bT«^ M;lt^i5^U>'>> L-T^x>, L-/tU>. L-y;wtux L-D-r-> 
>^ L-'fvn'fi/>, L- 1 e r t-n-r->>. L-y ;i/D-l' L-y5=-:tx 

>. L-2-T5ySm. L-fe:U>, L-Xl/::rx>, L->'xX;i/T^XX L- 
T7;A°^^>'1!> L-^;i/iS^5>m, L-TXA°^^X L-i^;i/iS'5>> L-U5^ 

L-huyh:7T>. l-t;1/^xx l-^d->>. l-^ou^^, ffi^— 
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i^X L-N(Q!)-^5^;VhU:/h:7T>^:^mf 5>n^o 

>> D-yai~j\yy^->. D-5^nv>. d-i-:^:7^;1/T^->. d-2-^:7 
5^;VT^:n>. D- 3-^>V^x.-jPT^:=->. D-4-tf :7a:-;i/T^n>. 

x5^;K -n-:/Dtf;K t e r t-:/5^;i/#) , Cg.g nT;i/^p;i/ 

;i/4^;i^T->;v ($f^b< ^iC6-i2TU-;i/-C2_4T;i/:^/-r;i/) (M;i«^:7 
ac-;i/Tir5^;k 2-yx.:=L)V^a\£:t:^jv. 3->'xn;i/:7°n tf:tx;K i^^'x 

r^/mtVXU. m^UD-Nia)-^9-J\^hVy'hyr>. 'D~N-:/^^JVyx. 

x;i/T^^>> D-N-^5^;v^n>'>, D-N*"-^5^;i/huyh:7T>. d-n 

jvh^jy'hyyym-^mH^n^. f^x^D-N'^^-^^j^hvyhyry. d- 
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B-^ti-rs./ i^^uyuny- 1 -:^7;i/4^>^. i -r^ y ->ii7 nyiS^>- 1 -;j!7;i/ 
1 -:^j;i/4?>m:s:rK 1 y d^t"^ >- 1 -ti)Vi!^ym^mi^^fs,^m-is^ h 

s«^n§«> B^tD-n-r->>> D-Tn-rVP D-t e r t-n-rvx 

D-2-5^xx;i/T^x>, D-nu>, D-2-:7U;p^^u>'>RtXD-3-:7u;i/ 
L-Aux "L-j )\^u^yyms^mmm-^^^^i.-ar^jmB.mis^^u^ 

^x>, D-2-:^:75^;PT^x>. D-^>y^^xx;i/T^x>. D-4-t:xy 
oc x;i/T ^ X >S:O^^D > p< ^ ^ r:;PT ^ x y^mis^ ms^ 6. 51 \l 

^i^>T^ F) TT.n'y^ym. L- C/3-4-(2-y h4^>^:7a:X;W tf^9i^> 

L-N(6)-yxX;i/T-fe5^;V:t;WX5^>. L- (N^- 

C-f >H-;i/-3— r;i/] T-fe^;i/):t;i/X5^>. l- iA-^y^y)]/-^^y) 

U>^ L- (N^-^>5^;i/) ^f;i/^$>X«L- (N((5)- C-T > 3 
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)V) ^^;i-^5>xttL- (N((5)- c-r>H-;i-3-r;w x.^jv) txa°^^> 

Cyc 1 0 C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-] 
C^ct^. Asp(Rl)«TXA^^>^/3-4--7xX;Vt!^^e>^>T^ F^»^. 

^ Cn ■r^^n§'fb'g'i^f3:xX5^;i/'r$.oTfej;<. ^^;&^^xx5^;i/^:bT 

n-:/Dtf;k i s o-:/Dtf;K n->^^5^;K i s o-:/5^;k t e r t - ^^^ 



wo 03/006041 PCT/JP02/07046 

23 

ih. D^m^:^n:^Yb^#^ m^-U. ih^m (i) oy^/m'^ji-cn^/^jv 

}fu^Ji^}V^^Mt. lf/tD-r;P^c^^i^^5^;Hb. t e r t -:f^Mt-^nrzih 

^m^ii) > ^h^m (I) (Dym^-^^TiyMt. rjv^Mt. uom 

5^;i/r5y^^;i':^;V3}?:i;M[::$nfe<t;^tj?^^) . ^^v^fi. fb-^^ (i) ® 

x^Mh. 5^;?<5^;i/T5y^^;i/xxT-;Hb> tf;tD-r;i/:t^5>^5^;i/xx^;v 
'fb. xh^>':^j;v7ifx;w:r^>^x^;vxx5=-;Hb, >'^U>^;i/xxT-;Hb. (5 

^fe'fb'&tj (I) <Dy°u\^^y^it. }K)\mmi 9 9 o^fij rig^,g,®^^j 

-a-i^ (I) fc^fb-r^tjcDira&oTfejcvio 
:^mmxm^^ e>ti^^y5^ Hfe{b-&t/j^, ±iB(D3ti^jcw^$rLfe^?*i- v 
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«EP-A-5 2 8 3 1 2:feJ;t)?#||5p6-9 6 8 9-^^|gWBm©:^feJ:iJ: 

cfc<> mXU. M. Bodansky M. A. Ondetti ^^5^ F v>ire>X 
(Peptide Synthesis). If-T ;c>'X. n^. — 3 — 1966^^ ; F. M. 

Finn -RXS K. Hofmann If ^ U > X (The Proteins). ||2#. H. 
Nenrath. R. L. Hill li^. rtly^5.y^ y°UX -^—3 — :^. 1976 

r^y^^H'&^igos^iiii^j imim i985^ ; ^&?^0j. 
mmm^mm. ^^^mmmu\. Bi^^w^^^Wi. -M.m\i^nK 1977^ 
Mmm. mmmmmmu2. B^m\i^^m. ^mmnK 1937^; j. m. 

Stewart J. D. Young V U H y :r.^ X v-^-feS^X (Sol id 

Phase Peptide Synthesis). tfTX ^$:^7;i/ ;^j>'A-— , U^-T. 1984^^ 
fcf3f^$nfe>^fe. fe.>:;^tiTi^H?*. ^nUF^. mSS7ici^^. M^^tK^J^. 



wo 03/006041 PCT/JP02/07046 

25 

37U;k 3}n;I/5;k 2--hayx.-jvxjvyx.-jv. -jy x:=.jVT^y.y ^ 

tJJVTi^^zyJVmoUm^i^VXU. mX\-£7JV^JV mx\t:^=^jv. X^;k 
T'DtfjK >^^;K tert->*'^;p, >-i7n^>^;K 5/^^n^:^^5^;K 

U-^y'^JV. zy^U-^^^JV. 2-7y^>=^JVm(DTJV^JVm). ^y-JJV. 

;k yx-^zyJV. ^>$^;i/:^4^->*;i'fc;i/t F^i?F. t e r t 

T#§o ^(DJLX'rJvmzmt^mt.i^xu. mxur^^f-jv^mcomm^tm 
ri^jvm. ^>v-<jvmm(Dr^)—jvriyjvm. ^>-jjv^^-^:fyjv^:=^jvm. 

X h^i^iijv-^::^jvmm(DmW)^^mM^-^n^m^ffim\-f^n^o ^rc:r.—^jv 

mzmt^^iiVXUs WiPi.U^yz^JV&. ^^-h^t FDkr^x;|/S. ter 

=^uiyy(Dyxj—jv'&7K'mm(Dmmmt.L'X\t. mxu^>-jjv. 2,, e- 



wo 03/006041 PCT/JP02/07046 

26 

^ h^->-2, 3, 6-hUp^5^;i/^>if>x;V3jNri;K 2, 4-$^nbn:7a:n;K 
^>i?;i/:^:^->p<5^;K t e r t-yh^>^^^;k t e r t-y^^'>;^7;l/fc 
^;i/^>if>x;VJlN::i;K 2, 4, e-hu^ h^>'^>if>x;i/fc;K 4-^h 
^v'-2, 3, 6-bUp<5^;i/^>if>x;^7jN-;K 2,2, 2- h U n nx h^Fi^ 

Ti^H, ^'I4xx-7^;i/ CT;un-;v ^>i5^^Dn:7a:y-;K 2,4, 

5-hu^Dn:7acy-;k 2, 4-s^xho>'acy-;k ^^ry ^5^;i/T;i/ri— ;k 

/N°^xhn:7ai/-;K N-t Fn^v--5-y;V7}^;p:^^>-2, 3->5;^;;^5:|^c^,>^ 
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miiDM\z:^v^xu. r-v—JW :7xy-;i/, ^:rT:ny— ;k ^i^^^^^l/y 
— ;k A^i^v-y— ;k >?y5^;i/x;i/yxr i, 4-y^^>>>^5^:t— ;k 1,2- 

rjvtivmm\z^^xh^^-^n^. 

:^mMxm^^^n^^y''^ \^mt^mit^i^^j^^(D:jjmiz^^ ±m(D^mm.. 
tr)-hnmm^m\zw^-^n^mmam. m^i-^mmmm^umm. mm. u 
wm. ^^y7^)v^>m)mii<Dmhvx%'i^^:bz.tifix^^o 
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C-IUB Commission on Biochemical Nomenclature JcJ;^H§-^a5^V^^^S^ 
Gly 

Sar :^JV:2zyXN-^^JV^^Jzy» 

Ala : T^-> 

Val 

Nva :yjWVJ> 
He 

alle :Tn-fyD-fv> 

Nle : yjl/D-r^^ 

Leu : n-< 

N-MeLeu : N-^'^Jl^U^ zy> 

tLeu : t e r t-n'i'->> 

rMeLeu : ^"^Jl/U^ iy> 

Met : ^5^:t:::> 

Arg : T;i/^n> 

Arg(Tos) : N«-/N°^ h;t'X>x;U3jNn;i/T;i/42-> 

Lys : Vz^> 

LysCMtr) : N(£)-(4->«> h^->-2, 3, 6-h U ^^^JV^^if > 

N ( 6 ) >\/^ 

N ( (5 ) -:7 - ir5^;v:t;i/n5^> 
N ( 5 ) - ( 3 -:7 oi n :t)U:=.^> 
N ( 6 )-({-r > 3 M y^J-)V) 



Orn 

Orn(COPh) 
OrnCCOCHaPh) 
OrnCCOCHaCHaPh) 
OmCCOCHa-Ind) 



His 
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His (Bom) 
HisCBzl) 
Asp 

AsnCCHaPh) 

AsnCCHgCHgPh) 

AsnCCHgCHg-Ind) 

AsnCMe-CHaCHgPh) 

AsnCCHgCHMePh) 

Asp(Rl) 

Asp(R2) 

Asp(R3) 

Asp(R4) 

Asp (R5) 

Asp(R6) 
Asp(R7) 

Asp(R8) 

Asp(R9) 

Asp (RIO) 

Asp (RID 

Asp(R12) 



29 

N(r)-^>e^;i/txg^>?> 

N ^- ( 2 - {-r > F -jv- 3 M x.^jv) t;^ /\° ^ ^ 

: N^-({2->'a:r:;H:/Dt!;WTX/^^^2^ 

^-i-r^y-f>^> F 



: yx/\°^^>i 

: TXA^^^i 

> F 
: TXA°^^>| 
: TXA^^^I 

7z^> F 
: TXA°^^>i 

^S?> T$ F 

^i^> T$ F 
: TXA^^>i 



i3-4-Tir^;i/tf^5e^> T^F 
i8-4- (2-i57nD>'xri;i/) tf^ 

i3-4- (3-i5'nD>'acr:;i/) tf^ 

/3-4- (4-^UUyx.-JV) tf^ 

i8-4- (2-^ F4^>':7ai:r:;i/) tf 



^^>^> F 
: TXA^^>m /3-4- (4-p< h^>'7acn;0 tf 

^^i^> F 
: TXA^^>m )3-4- (2-X h^^vy'xn;!/) tf 
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Asp(R13) 
Asp(R14) 
Asp(R15) 
Asp (Rl 6) 
Glu 

GlnCCHgCHaPh) 

GlnCCHgCHa-Ind) 

Glu(R3) 

Glu(R4) 

Glu(R5) 

Cys 
eta 
Ser 

Ser(Bzl) 

Thr 

ThrCBzl) 
Pro 
Tpr 
Hyp 

HypCBzl) 

Azc 

Pip 
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: rxn^^ym 13-4- )V-^uy x,~)V) t! 

-.TT.n'y^ym iS-4- (2-tfU>^;i/) \±^yz^> 

: N^-yx.^^^jv^'ji'^^y 

: N 5- ( 2 - {■<> 3 — r ;W X5^;0 ^JV^ $ > 

rs. F 

: ~>7.-7^-i' >m 
: iz:U> 

: X V^zz^y 

: :7°D U > 
: ^^y'U U > 
4-h Fo^v-yPU^ 

H^nu>m (tf^Ue^>-2-:^j;P/i^>m) 
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Phe : yx.-)\/79:^> 
N-MePhe : N-^^)\/y 3:.-)VT^-> 
Tyr :^D>-> 
Trp : hVy°hyT> 
mTrp : 5-^5^;i/h U y h >'t> 
N-MeTrp : N (a)-^^)l hVy'hyry 
Trp(Me) : N'^'-^^JVhVy'hy r > 
Trp (For) : N ' '^-2}n;I/$ JlhV^hyT> 
Trp (Ac) : N ' '^-Tir^;!/ b U ^ h ^ r > 
Phg : :7xr:;^^^U-» 
Nal(l) : l-i-y^)Vr^::^> 
Nal(2) : 2-±y^JVy^:=L> 
Thi : 2-^x:n;PT^n> 
Thg(2) : 2-^j:ziJ]/^^Vi^> 
Thg(3) : S-'^X.-JV^Vi^y 
Acpr : l-T$y>'i$7nynA°>-l-:^7;i/ji?>^ 

Acbu : l-T2.yiyiruy^>-l-:^)VyiKym 

Acpe : l-T5y->i^D^>'r$7>-i-;^;pj}^>g^ 

Achx : l-TS.yzy^U^=^^>-l-tlJV'^>m 

Achp : l-TS.yiy^U^y^>-l-tl)l'y^>m 

Tic : T^h^t FD-ry^-y U>-2-:^;i/7j^>'^ 

Cpg : ->i7n>^>5^;i/^U>'> 

AcOEt : 11^^X5^;!/ 

Boc : t e r t-yh4^->:^j;i/jlfx;i/ 

Bzl : ^>>?;i/ 

BrZ : Z-^ti^^yz^JV-t^-^:^ 

CIZ . : 2-^UU^>i^JV:t^iy:^Jl-^~J\y 
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Tos 

For 

OBzl 

OPac 

ONB 

TFA 

TEA 

IBCF 

DMF 

DCC 

DCU 

HONB 

HOBt 

DCM 

THF 
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honbxxt^;!/ 

N-b HD^>'-5-y;U3i?;v^>-2. 3->^;^j;i/3j^=^ 




k^N H 




(B o s e n t a n) ; 
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34 



(TBC- 1 12 5 1) ; 
Cyclo C-A s p-P r o-Va 1 -L e u-T r p-3 
(BQ-123) ; 



0-CH, 




(ABT-6 2 7) ;-f3i^ 

mmmmii\.i:n. mpLU. rn^Mm mxu. -^^x. ^^h. 

m. mm. nm. mm. ±mm c^mm. mmm. mm) > i^mm. -t^mm 
m. mm^m i-^m. mmm) > mm^. ^mmm. m^mmmm. m^mmm. 
mm. wmm. mwm. (i^Bim. i^-Bmrn) . mmm. mm.m. m 
mm. skmm. m^u>/m. m-^tm^m. mxmm. nmm. Mn. smm 
mm. mm^m. m^m. ^^wmm. :ti'^-ymm. AiDsizmm-r^i^^z^ 
mm. ±^mmm. mm^mmnm. ^mmmm. mMmmmfs.E) . Bstrntj: 
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h(Dx^^m^(Dmm (^jv^eymmM. 'ft:^^^^j> ^mmmm (brm) . 
mmmmm'i':^&mz^(D^^i$i<Drpm^mm'r^mmuE) 7f}m\f^n^o m 
i^mizu. ^mnm<m(Dmmm. m^it. p^mmmm (lh-rht^'x 

. mizm^mrj:^tizy>^^-'^f3:^<Dmmi'mm (EGFg^#:, HE 
R2/erb-2. HER3/erb-3^ HER4/'erb-4, PDGF^ 

?®"7^^>i^^*^i:bTt*. (1) mmmm^rM^tiizm-r^mmmm^M 

•IS y ^7 5^ >^^^^ b TM V i § ^ CD T ^ § JB-»« S 51$ ® ^ >A° ^7 K ^ b T 
fS> MX-JS. ^^y— N'MJllriig (M. MAGE-1. MAGE-3. MART 

-1, gploo, ^uyy^^—^fi^E) , t&55[Jii#Min:M (psa) . he 

R2^>A°i57K. MUC-1A5^>> hCG. X h U >> l^i^a y i;7:$^>A'/7 
h h/\°t°D--T'T'i7X(DE 7^>A°^K. ilSJ!^M4^M (CEA) . ^MR 
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a s sa /^j: a-^m^f e. n^o 

' • "y^y : Quality of Life {W\\X\t. Performance Stasis-1=jl^=)t 

xxhi/y— ;k ^xhV/>. ^AVi/hUi^x ^n^>^:7a:>'. :t-;i/^n+ 

T^yi^;P-7^5^-r5 h% LH-RHTd'-xh (M, i^m:=firl/U>, :/irl/U 

U:x-yni/U>-;^j:^) , LH-RHT>^3'r.;^ Fnp^^>'^x>, 
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n>?a:>^7.i57— H-N-:t4^>-h\ ^u'yh.y^^)^. -yifuy^';^.yy^Y. 

>^y^y^5^x ^T^y'^y^y. ^T-^y'^^y. :t^^vy''^^y. 
yjvhu^^y. ry^Ax^y. mm-y:ftix\::-y^A, y^^Ax^y. y' 

htiy:t7.yT^]^. -yj-Ts^^f-yTs^^y^—. ts)Vi^ny. r'^^vyy. 

U3i^5/h% 5^:^-r/-». p^hM/4^-y— xyv'iS'HX -y^y\±y. y^ 

'yMy^^y^y.yr-v. mmryy^}^y. s-fu^^^j m. y)V^u 
^^y)\^. y^:ffy-)V. UFT. \^^yy)V^j-yy. id)V^y—)V. :ffuy^]d 
jL^^y—jvr^^) . rs./yy=-^jy. ti^:n^uy:^)vy^A.^':fu^ 
F> :7'h>'X y:tV^^ htjJVy^A. u-^y:tV^'i h:tijvy^j^. ^y\^ 
Utf>, x^-7^:7-;k yjv^'y-idy. ^h.y-^My. ^Yu^y^)vn^Y. 
^yvy.^'^y. t!UM/^->A. -i^^yy^y-yy. ^v^T^y. ^^rvy 

yc. v^-iyyc. ^u^^^yyA^. &.y^y^-^-^yys mmy^v 
rt-^^yy. mm^y°ti^^yy. 4ti?iS'*>j7y;i/tfi^>, mm}^^VJV\iyy. 
Mm.ri^y)V}£yy^ mk}dy}V\f.yy. m^x.}±)V\£yy. ^^rttui^^yy^^ 
^y. ^y^^-^yy. ^)Vn^^yy. ts)V9'/y ^ ^)y. ^h^y. 
)V}dyy. mm^h^-^y^uy^ ^-i^)v\£yyf^E-mmn^n^. 
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M ^^mmmm (brm) j tvxu. mxu. ^u7.9->. 

mm-r^i^m-fymm-^n^m^tm^f^n. M.m\z\t. (d egf (epidemai 

growth factor) ^rc\t^ntmnm\zm-(Dm'\^^mT^^m m. egf, 

/\UifV> (HER2U:^?>F) , (2) >>':x U ^^fctS^tli^K 

e^Jtcm— O^ft^WTS^K CM, -f>>'a.UX IGF (insulin-like growth 
factor) -1, IGF-2fcJ:^l , (3) FGF (fibroblast growth factor) ^ 

rz.\t^ntmmm\zm—<Dm^^^'r^<tm cm, mttFGF, ^ssfgf, 

KGF (keratinocyte growth factor) , FGF-IOtS:^:] , (4) ^©feOD 
mS^MMW^ CM, CSF (colony stimulating factor) , EPO 

(erythropoietin) , I L— 2 ( interleukin-2 ) , N G F (nerve growth 
factor) , P D G F (platelet-derived growth factor) , T G F )3 

(transforming growth factor/3) , HGF (hepatocyte growth factor) , V 
EGF (vascular endothelial growth factor) f^E^i f3:Effimf&n^o 

^^^'C$>n\t^^t)^fj:^%(DX$>'DX%Jz<. mm^iZU. EGF^##:, ;\u 
>jfU>^^#: (HER 2) , >->rL U >:g^#:- 1 , >v'a. U 2 , 

IGF^^#:, FGFSm*- 1 ^^^c^^F GFg^*- 2 ^j:<if/^>mf ^tl^o 

m mmmmm'¥'(Dim^m.m't^MMi <hbT«, /\-±y^> (her 2 
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^-ifi immm m^\t. v^^/^-^yr^a) > ^^mmm m. i/5^y-rh\ 

m(DmnMmhmmMt.i)m^^t)-^nx\^nu^ v^o z.(d^^ u^^^^m a 
hx\^. (1) ^%m(D^mm.^^h{^mmh^nm\zmMi^\^xn^ 

n^:^— (DM^j®^^. (2) if-mM(DmMu^m^mmmh^m^\zmmitv 
T#e.n^2a©ag^j<DiHf-^#Mi?ST(Diwi^^#. (s) :^mm(omMumm 
hmmM t ^gij-^ \zmm^t bT# & 2 m<DmM(Dm—i^^m^x(Dmm^^ 
*5ViT©^#. (4) :^mm(DmMm.f^mtmmm^^w\^izmM^tvx'i^^ti 
^ 2m(DmM<Dmr^^n-¥m^x(Dmmii^-¥. (5) :^mm<DmMWimmhmm 

x(Dn-^ m^it. :^^m<Dmmm.!^m-^mmm(Dm^x<D^-^. ^^^^tmo 

m^x(D^-¥) t^a^mn^&n^o ur. z.n^(Di^-^mm^^t^x. :$^mm 

w ±mmmm^^i^^j>^(D:^mzm^x. mm^m\zm'^-^n^m^tm^v 

*^0j (Dmm: izm^^B nx ^ v mm^m izWFm $ n^uit ^vxu. 
:^mm<Dmmm.^mizmm'^n^%(Dtmm.(D%(D^mm't^ ^ tit)^x^^o 

"^-m^. (3) r>i^:t^>^^>imii^m\^^^^mt^mm. (4) ummm. 
(5) '^^^mm. (6) i/-if-ji§i):m (7) mmmmmt^a(Dm^rc\tm. 



wo 03/006041 PCT/JP02/07046 

40 . 

•So 

^(D^jm^Z^^X. it'f4%ii®ia±. Mmm (Disease-Free Survival) (DM 

je)o^;ub^-^#. (iv)M^i>. piiD±. ^m^rn. ym. mssmm^^. sk/bmm{i>. 
^^^^ot:>^Mjg{gT> m.^. mm. wmm. dig. mmt^^(DJ:^t^Mm 

P^-# (mk'\^^^t^) . mmi&-¥ (bolus, infusion, ^mi^^^ts) . ^ 
T^<kZSm&. (bolus. Infusion. ^Wc^^^ts) . B^. MmP^^^ZSm^L^ 
■^iz.k'oX^^ir^mm^V^^K 

(1) ^Iff. (2) T>e^^:t7^>'->>ii;5:^^ffl?/i§#jE<b^^fe. (3) j1 

(4) ummm. (5) .(6) 1/— tf-mm (?) m 

mmm^(Dmiz:$imm(Dmmm0,m^rc\mmn\^^-¥'r^m^0mmtvx}t. 

^mmcom iz^mm(Dm.mm.j^m s rz mmm ^m-^-r^m-^omm tLx\t. 
mxit. ^mmoDm. mi o^-^m2 4mm&.\Hx$>^o 

mcDmmt. mnmj^mmamiz^-^x^^o ^mnmizit. m^it^uii^^. 
®:Ar*> m.m^x^^\^^mmn-^iz^^m\^^^z:f^ix^. mnm\z\t. 
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^mmiz^^. (1) \HmBm^m (LH-RHTn'nXh*BJ;tJCT> 

LH-RHT::f::iXh (M. «n^-kl/U>\ :/irl/U>. UrL-:7°DI/ 
U>fj;<H) ;5:^©LH-RHT:^D^'<J: (2) JL>]^'^V >^mim^^T^it 

mimmm\t. m^rji^mihmxiit.mimi:si.zsmmitm^mv^xmm^mx^ e. 

mx umMmx$> otj;i^o ^m-r^:lt(Dx^^^—}^^)v^^\^^ ^tmrn t v 
m^mmmx^mm^mmt i^xmrnoyfrnm^m^m^^ ^nv ^<Drzibiz\t. 

u x5=- 1/ > u n ~-)vm tu-D rc'Mm.x\t.mi^x& ^ ■^mm<Dm.mx\tm 
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-y>m. :^if-r>, t;v>^$x -^^^x^^-^^cD^u^-^xj^ij^u-feu h 
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— h^m^i^. ^iDt^frt^-f H^^^y hRS- 1 0 0, RL-10 0, RS-3 
OD, RL-3 0D, RL-PO, RS-PO (T^^ U;PMX5^;I/ • ^r^^T^ U 

)vm^^)v • ^^T^ vjmmih h u ^5^;v • rv^x'^Ax^^ji/Jta^f*) , 

:t-r H h N E - 3 0 D (^^y^V • Ti?' U ;k^X5^;i/ita'g- 

;^^^;^J— (Carbomer) 934 P, 940, 941, 974 P, 980, 1 

3 4 2#, yi^Vtl—^y^Jl (polycarbophil) , )Vzy^ A-^V tl^~y ^ )V 
(carciura polycarbophil) (MfHtSV^Ttafe B F F U , A-f H 

xyn— 1 03, 10 4, 105, 304 (i^^Tnfefn^i^ (.W) m) UE<d 
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(w/w) , m^VKUms 5tS:h^-Lm8 0% (w/w) . BlZtf?^V<}tm4 0^ 

i/^b7 5% (w/w) . mm^:^v^-(D^mm}m3m^vm3o% (w/w) . tf? 

^V<\m3f3:V^Vmi 5%(w/w)Tfe^. MI^^J«ll7X'[«K^$ tC-^/uT 

viTfej;<. ^(Dm^mmmizmf^m7m^m<D^^mim5 o%(w/w)ot, 

$fSb<td;|5 5~|?J4 0% (w/w) . •^B\Zp?^V<}m5-^m3 5% (w/w) T 

;i;iT±fa% (w/w) ^^^^y^^e,^^ (m, 7K jz^/- 

I. mm^^t^mmMmo 

0 0 0 um. ^^\zB^^V<l,tm5 0 0;^j:Vib|?Jl, 4 0 0 ^mTafe-So 

mm. m^m. mmm. mmu ^mmm^m^v. m^mi^mi.m^m. ^ 

momm^m^t. mo. 5u\,^i^m9 5% (w/w) , &^v<im5.of3:\,^i. 
msox (w/w) , ^^\z&^v<}m3 ofjii^^-um? 0% (w/w) x$>^^ 
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^e^^9^;i/-fe:;i/n— x:^7;i/->'^7A (ECG505) > nx:^?;i/>> n— x:^ h u "j? a (ac- 
Di-Sol). 5g^M4^U lf:n;i/tfPU H> (^PX#HH» . fgttJ^JttiHP^ 
i/7'Pt!;Hr;i/n«-x (L-HPO ;^2:^t^Vie>n^o •t'T'fe, bHP^i/yptf 
;Hr;i/P-7» jJ^U ifr.;i/tfpu -fgemst: HP4^5>yptf;nr;pp— x 

n^o ^^fbSJ.hbT^»^5m, ^7x>m^ PA^^^m^ y^)v^. -^v^ymu 
n^7s^v-\^ts.ifihs mm%^'^A%^nt.mms m^w^EiLcom^m^'p 

\ 0 0 MiiD^Vib^l, 5 0 0 /zmTa5^fe©:0W^blio 

;i/'k;i/P-x. t:HP4^>':7°p{f;i/'fe;i/p-7./&^^^Vie>n'g)o MM^JdJ^^^ 
-fb^JibTSem. i5^x>m> PA^i?. :7^;pm^ vi/-r>m#©m^> i^';!/ 

bT^i}^c£Vibf5i 5% (w/w) . n'^\^<\%m\fs.\^Wi^i<d% (w/w) , 
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\zm^L.<J,^m2t^\,^hm8% (w/w) Tab^o 

0% (w/w) , &^ly<itm5r^\r>Vm5 0% (w/w) . ^B^Zttf^l^Kit^mstj: 

i/iL3 5% (w/w) irafe^o 

it) it. irj:i^^vi 0 o%(Dm.mxm<t^-^^^ii7^t-^^^ 0^L<«i/d;viL 

:^;y>. r-kh— hu;k ^au:^)VA. :^'^u>^.ti^^ \^f3i^•jf)m^^^n^o 

m^^^n^o ^(Dm. '^^mx$>tiit^mMm^iz^mm^m{h(Drcibizm^m. 
^x>m, nAij7^, y^jvm. >mt^:^(Dm^M^x%^\,\ 
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#:m, {b'&tjcDffiM. ^^m^m\z2^'D^mu^i)\ mxu. m.A ceo kg) 

lOOOmg. $f^b<m 0 OfcKV^^bl 0 0 Omg. B« 1 7S;Vi b 

5 0 0mg. 3;^Vib3 0 Omg. L< « 3 0 fcKV^b 2 0 Omg ^ 1 0 1 HI 

B»3fj;V^L/3 0 Omg. §f J*3 O/jiVib 2 0 Omg ^ 
1 B lIlIX«2?^j:V^b4|lIfC:$:^ttT^#T^(D^W^bVi„ 

ic^MM ^ ^ T:^%0^ § ^ e, b < majT^ 5^%0J « iin 6 (cRg 
(2-5^x-;i/) L - D-r ->;u-D- hU7>:7^;W. s^t^-hU'^A 

(cyclo C D — Q! — aspartyl — 3 — C ( 4 — phenylpiperazin — 1 — yl ) 
carbonyU - L -alanyl - L - a -aspartyl -D - 2 - (2-thienyl) glycyl 
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— L — leucyl — D — tryptophylD disodium salt) 

ET-1 ^mmi^xv>^\^hmiLmmmmw (iNcap c4-2) . ^mmmm (mcf-?. 

ZR-75-1) ;^^§MV^T,fepTtgTS^/0^\ ^ig'tt7S:^§#MbT. Nelson 
^(D^^ (Urology. ^5 3#> 1063-106 9. 199 9<^) 

SH m^CET- l©^iJ^^:57-^«Abfem0MMM^f^^b, 
;^c4-6Mi^(Dltffi^-HVt:7XOTJK{CS«-r<g> (2 X 1 0 6iiJ}g/0. 1 
mL) o ih-^m^l^r^UY eh. i c 1 e^5?~Hx''^XO^T}:i^#b. 

3j^;i/"TU>^'rH^L;^^, x^y— ;i/ (70-100%) ^m^^xUyK (1 2 

B^) mz.. ^zyvyxmm^fx^'^. :^^}V:^^^^)v-v\z^-r^o z.n<D 

(D^M-t)jt^f«b. #^>t<DaMt^v:7 hx^^X^f^^Kb, ^^MTTM 
#*7t^»#^ffl0iT^#^:^3':7>' h V e h i c 1 e W{cMt-^»J*S# 



1. :^^t)m 

(1) fb-^til 1 omg 

(2) i — X 9 Omg 

(3) mM^ir;i/n— 7; 7 Omg 

(4) x^rvym-^^^-^i^^A 1 omg 

i;^jy-fe;i/ 1 8 Omg 
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(1) . (2) ^ (3) :^zs (4) (D 1 y 2 ^m^vr^m. ^mb-r^o ^ti\z 
(4) ^m^x±iifi^^^^>i:}^-^Mzmx'r^o 

2. mi 

(1) ih^mi 1 Omg 

5 (2) ^i5^ ] — X 3 5mg 

(3) n->X3'— 5^ 15 Omg 

(4) mi§^ir;i/D-X 3 Omg 

(5) 7.-T-TU>MVi:f:^^i/':7A 5mg 

1^ 230mg 
10 (1) , (2) , (3) . (4) <D2X3mS (5) (DlX2^Um^. mMiit 

T^o mr)(D (4) :&tJC (5) ^^0ilfeJ;:lip^T^Jt^Jpffi^j]^-r^„ 

3. ait^j 

(1) ftl-g-^Jl 1 Omg 

(2) y v-^y h 10 Omg 
15 (3) ^>i^JVrJV:n—)V 2 Omg 

lT>y;P 13 Omg 

(1) , (2) . (3) ^^«2m nC7^j:§cfc^{^. aitffl^W7KfC»>L.> T 

4. ?^it^j 

20 urn: l/'^-fr)\^^iZ^t^mi^5me. 1 Omg> 2 5mg> 5 OmgX« 

1 0 oms^^T^m^^mmm i^m^m7K\zmmi^xi^^) » 
mm-.d) (5mg) 

^t^m 1 1 2 2 . 5 g §aitffi7K 4 9 L # e> tlfc^^ 
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D (1 Omg) 

(Dtmmizih^m 1 2 4 5 g:s:u^mi-ffl7jc 4 9 L^MVi. mMm 

D (2 5mg) 

®<tisi#j::'fb'a-#i 1 6 12.5 s'Rnmmm7}<i 49L^m\^\ 

D (5 Omg) 

Oh Hm\z^t^m 1 1 9 0 g msmmmTK ? . e l v^. ait 

) (1 0 Omg) 

©tlWia^C'ffcl'g-^ 1 3 6 1 smS^HmyK 7 . 2 2 L ^fflli, ft 



mm±mmmm 
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5 . ^ffi«"«^^mi£J3WT=$. ^ttsf^Jl 1 b 3 wa«©Mo 

6 . SttJB'^i^mSTab 1 75: L 3 tSm^^Jo 

7. x>H-kU>^§in:f^ffl^#i-§gl4^i^7^5^Hmt:^Wt^ Cn 



-A — X — Y — B — C — E— 

G 

I 

C=0 
I 

CH„ 

I ^ 

— NHCHCO — 
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D-T7.A°^^>m. D-e^x-T-^>m. D-7^^^>-x5=•'r>m^ D-jS- (5-5=- 

;i/T^r:>. i-'Ty^jVT'yziy. 2-^y^)i^r'^->. 2-9^xn;i/T^n 
uu>, Tif^i^>'-2-:^7;P7}^>m. tf^U>^>-2-:*/;i//j^>m> i-T^y-^ 

/ -y^ u^ydf y- 1 -lJ)Vi^ym. \-r^jy^ u^^-^y- 1 -%)^i^ymB!L 
xs\-T^jy^u^y°^y-\ -ti)]/T$> ymti^ 6> u^mti^ e> M^fn^ d -x« l - 

20 T 5x >y«Ta& ^ W5f<3K 7 tHm®5^Jo 

L- C/3-4- (2-^ h4^>^:7aix;i/) e^^S^>T5 HD TXA°^^>m. 
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x«L - h u 7° h :7 T ymm ; :BczSE^m- hvy'hyy >^«ts ^m^m i ta 



1 0. x>H-lrU>l§^f^ffi^Wt-^^^l;^^y^Hmt:^W^^ 

Cyc 1 0 C-D-Asp-Asp. (Rl) -Asp-D-Thg (2) -Leu-D-Trp-] 
l^^. Asp(Rl)JtTXA°^^>m3-4->'xx;i/t!^-^>'>T5 F^S^. 
Thg(2) \% 2 -5^xn;i/^f U -^^^^^-To ] -e^^n^M^t^^y^^ FX}^^® 



1 1. X>F-kU>^in:f^ffi&WT^miK^7°5^Fmb-&t)Xtt^©:^*b<« 

13. x> F-fe u >i^mm ^mt^it^mxit^(Dm.^i^< u^(Dy°u f ^ 
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